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~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )[3 Responsive to communication(s) filed on 05 January 2005 . 
2a)D This action is FINAL. 2b)M This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) S Claim(s) 1-5.8.9.11-15.17-32.44-55.57-62.64.65 and 67-99 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) S Claim(s) 1-5.8.9.11-15.17-32.44-55.57-62.64.65 and 67-99 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or(f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the 
fee set forth in 37 CFR 1 .17(e), was filed in this application after final rejection. 
Since this application is eligible for continued examination under 37 CFR 1.114, 
and the fee set forth in 37 CFR 1 .17(e) has been timely paid, the finality of the 
previous Office action has been withdrawn pursuant to 37 CFR 1.114. 
Applicant's submission filed on January 5, 2005 has been entered. 

The addition of claims 79-99 is acknowledged. 

Claims 1 -5, 8-9, 1 1 -1 5, 1 7-32, 44-55, 57-62, 64-65, 67-99 are pending. 

Double Patenting 

The rejection of claims 1-3, 8-9, 11-15, 17-22, 27-32, 44-55, 59-62, 64-65, 
67-78 under the judicially created doctrine of obviousness-type double patenting 
as being unpatentable over claims 1-5, 7-23, 25, 27-30, 34-37, 41-45 of 
copending Application No. 09/568818 is MAINTAINED for the reasons set forth in 
the Office Action mailed 7/24/03. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-5, 8-9, 11-15, 17-32, 44-55, 57-62, 64-65, 67-99 are rejected 

under 35 U.S.C. 112, second paragraph, as being indefinite for failing to 



Application/Control Number: 09/851 ,226 
Art Unit: 1617 



Page 3 



particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

The limitation "sufficiently high to increase the ... " renders the claims 
indefinite because it is not clear what amount of polyvalent cation is 
encompassed by the claims. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 1 02 of this title, if the differences between the subject matter sought to 
be patented and the prior art are such that the subject matter as a whole would have been 
- obvious at the time the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 
148 USPQ 459 (1966), that are applied for establishing a background for 
determining obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at 
issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering 

patentability of the claims under 35 U.S.C. 103(a), the examiner presumes that 

the subject matter of the various claims was commonly owned at the time any 

inventions covered therein were made absent any evidence to the contrary. 

Applicant is advised of the obligation under 37 CFR 1 .56 to point out the inventor 
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and invention dates of each claim that was not commonly owned at the time a 
later invention was made in order for the examiner to consider the applicability of 
35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 
U.S.C. 103(a). 

Claims 1-5, 8-9, 11-15, 17-32, 44-55, 57-62, 64-65, and 67-99 are rejected 
under 35 U.S.C. 103(a) as being unpatentable over Weers et al. (6,309,623) in 
view of Materne et al. (GB 2065659), references of record. 

The instant invention is directed toward a particulate composition 
comprising particles comprising a saturated, zwitterionic phospholipid and a 
polyvalent cation at a molar ratio of polyvalent cation to phospholipid of at least 
0.05 effective to increase the gel-to-liquid crystal transition temperature of the 
particle compared to particles without the polyvalent cation, wherein the 
particulate composition is storage stable, and methods of administering such a 
composition to the pulmonary system of a patient. 

Weers et al. teach a stable respiratory dispersion for pulmonary delivery of 
one ore more bioactive agents comprising a suspension medium having 
dispersed therein a plurality of perforated microstructures having a mean 
aerodynnmic diameter of less than 5 micrometers and comprising at least one 
bioactive agent. The perforated microstructures are taught as comprising 1-90% 
surfactants, wherein surfactants are selected from saturated phospholipids, 
nonionic detergents, nonionic block copolymers, ionic surfactants, and 
combinations thereof. Dipalmitoylphosphatidylcholine is taught as a saturated 
phospholipid surfactant (saturated, zwitterionic phospholipids, as recited in the 
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instant specification), and poloxamer is taught as a surfactant. Inorganic salts 
such as calcium chloride are taught as optional excipients, which adjust the pH. 
Budesonide, fluticasone propionate, salmeterol, and formoterol are taught as 
bioactive agents that can comprise from 5-90% of the composition. Taught are 
structural matrices comprising the perforated microstructures, wherein polyvinyl 
alcohols, polyvinyl pyrrolidones, and polysaccharides are taught as part of the 
matrix. The perforated microparticles are taught as hollow and/or porous. The 
suspension medium of the microparticles is taught as a non-aqueous medium. 
The density of the particles is taught as less than 0.05g/cm3. Taught is 
administration of the compounds in composition to the lung of a patient in need of 
such treatment, using a metered dose inhaler. The composition has a gel to 
liquid crystal phase transition greater than about 40 C. Weers et al. also teaches 
the mean weighted particle diameter as 0.3 micron Weers et al. also teaches the 
mixing of the phospholipid composition with the active agents and surfactant 
composition, followed by the drying process. See Col. 4, line 5-Co1. 8, line 65; 
Col. 11, lines 25-42; Col. 16, line 28-Col. 20, line 20; Col. 22, lines 44-46; Col. 
24, line 56-Co1. 25, line 5; Col. 31, lines 63- col. 32, line 33, for example; Col. 40, 
line 54- Col. 41, line 55. 

Weers et al. lacks an exemplification of a composition comprising 
saturated phospholipid and divalent cation, and a teaching of the ratio of cation to 
phospholipid. 
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Materne teaches calcium phosphatidycholine chloride for pharmaceutical 
preparations. A ratio of 0.5:1-2:1 of cation to phospholipid is taught. Such as ratio 
is taught as highly stable for pharmaceutical formulation. See pg. 1, lines 80-129. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to exemplify a suspension medium comprising calcium 
chloride and dipalmitoylphosphatidyl choline. It would have been obvious to one 
of ordinary skill in the art at the time the invention was made to formulate the 
ratio of calcium to dipalmitoylphosphatidyl choline as at least 0.05, as taught by 
Materne. 

One of ordinary skill in the art would have been motivated to formulate a 
suspension medium comprising calcium chloride and dipalmitoylphosphatidyl 
choline because Weers et al. exemplify a composition comprising 
dipalmitoylphosphatidyl choline and they teach that adding salts fine tunes the 
stabilized dispersions for maximum life and ease of administration. 

One of ordinary skill in the art would have been motivated to formulate the 
ratio of calcium to dipalmitoylphosphatidyl choline as at least 0.05, as taught by 
Materne because of the expectation of achieving a highly stable pharmaceutical 
microparticles formulation and because it has been held that where the general 
conditions of a claim are disclosed in the prior art, discovering the optimum or 
workable ranges involves only routine skill in the art. In re Alter, 105 USPQ 233. 
Since the microparticles taught by the combination of Weers et al. and Materne 
et al. are the same as those taught by the instant claims, the microparticles of 
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Weers et al. must have the same gel-to-liquid transition temperatures and 
storage stability as the microparticles of the instant invention. 

Claims 23-25 are directed to a future intended use of the composition. 
Thus, these claims are not given patentable weight. Claims 79-99 are directed to 
a composition useful for the purpose of pulmonary delivery and the method of 
making the same. 

The recitation for delivery to the pulmonary system has not been given 
patentable weight because the recitation occurs in the preamble. A preamble is 
generally not accorded any patentable weight where it merely recites the purpose 
of a process or the intended use of a structure, and where the body of the claim 
does not depend on the preamble for completeness but, instead, the process 
steps or structural limitations are able to stand alone. See In re Hirao, 535 F.2d 
67, 190 USPQ 15 (CCPA 1976) and Kropa v. Robie, 187 F.2d 150, 152, 88 
USPQ 478, 481 (CCPA 1951). Even arguendo, Weers et al. teaches the 
phospholipids composition as useful in pulmonary delivery and therefore, renders 
the instant claims obvious. 

Response to arguments 

Applicant's arguments filed January 5, 2005 averring the newly added 
claims obviate the cited prior arts have been considered, but are not found 
persuasive. Examiner notes that Weers et al. and Materne et al., when taken 
together, still render the instant claims obvious. The cited prior arts suggest the 
phopholipid composition as recited. The addition of divalent cation will provide 
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the addition stability of the composition and therefore, is obvious to one of 
ordinary skill in the art, absent the evidence to the contrary. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to San-ming Hui whose telephone number is 
(571 ) 272-0626. The examiner can normally be reached on Mon 9:00 to 1 :00, Tu 
- Fri from 9:00 to 6:00. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Sreeni Padmanabhan, PhD., can be reached on (571) 
272-0629. The fax phone number for the organization where this application or 
proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). ,.. /? y 




San-ming f\u\ 
Primary Examiner 
Art Unit 1617 



